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REMARKS/ARGUMENTS 

Applicants thank Examiner Dunston for the telephonic interview held on December 3, 
2009, in which amendments to the claims were discussed. In light of the EST {SEQ ID NO:36) 
identified in the claims, the Examiner and Applicants' attorney agreed that removal of the 
language "mRNA transcribed therefrom or protein encoded thereby" in conjunction with the 
remarks submitted herewith regarding primer/probe design would be sufficient to overcome the 
outstanding enablement and written description-based rejections. Accordingly, the claims have 
been amended to reflect this agreement, and dependent claims referring to mRNA and/or 
protein detection have been canceiied. As the amendments to the claims do not recite new 
subject matter, Applicants submit that no new search is required, and respectfully request 
entrance of these after final amendments. 

Applicants have amended the specification to capitalize the trademarks advertently 
missed in the previous amendment to the specification. 

Rejection Under 35 U.S.C. §112, First Paragraph 

Enablement Rejection 

The Office has rejected the previously pending claims as allegedly lacking enablement 
due to recitation of "SEQ ID NO: 36". Specifically, the Office alleges that, because VV26469 
(SEQ ID NO:36) is an EST, there is insufficient information to identify the level of mRNA 
transcribed from or protein encoded by SEQ ID NO:36. The mRNA and protein language has 
been removed from the pending claims, rendering this aspect of the enablement-based 
rejection moot. However, the Office also expresses concern regarding detecting the level of 
expression of SEQ ID NO: 36 because the probe sequences on the Affymetrix array that 
Applicants used to detect differences in expression of SEQ ID NO:36 are not disclosed in the 
specification, in particular, the Office contends that detection of SEQ ID NO:36 with, e.g., 
Northern biot, reverse transcription PGR, or real time quantitative PGR could be difficult absent 
such probe, information because "{ i]f oligonucleotide probes were made from the sequence of 
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SEQ SD NO:38, those probes are likely to hybridize to different genes located on different 
human chromosomes (see ht BLAST result in Appendix i, mailed 6/1 9/2009). " As a result, the 
Office concludes that undue experimentation would be required to detect the level of expression 
of SEQ ID NO:36. For the following reasons, that rejection is respectfully traversed. 

First, Applicants actually detected the level of W26469 {SEQ ID NO:36) using Affymetrix 
mscroarray technology with RNA extracted from renal biopsies. The particular Affymetrix chip 
used to detect the level of W26469 was HG-U95av2 microarray ~ which is a commercially 
available array. Moreover, the 16 different W26469 probes present on the HG-U95av2 
microarray are publicly known ~ as Affymetrix provides such probe information online at: 
httpg^ services 'afr8vs/specrfic/hqu95.3ffx#l 4 

The W26469 probes present on the HG-U95av2 microarray are identified in Table 1 of the 
specification as belonging to probe set 31377.x at. One can easily determine from the 
Affymetrix website that the probes in this set are: 
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It is understood that an applicant need not teach, and preferably omits that which is well known 
in the art. Hybriiech Inc. v. Monoclonal Antibodies, Inc., 802 F.2d 1367, 1384, 231 USPO 81 , 
94 (Fed. Cir. 1986) (accord Capon v. Eshar, 418 F.3d 1349 (Fed. Cir. 2005)). Therefore, 
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Applicants are not required to disclose the probes on the Affymetrix chip, since these probes 
can be purchased on the Affymetrix array and their sequences can be found in the public 
domain. 

Even if the identify of these probes were removed from the Affymetrix website or if 
Affymetrix ceased to sell the HG-U95av2 microarray, a skilled artisan would be fully capable of 
designing their own primers and probes to W26469 based on the sequence information 
available in GENBANK®. GENBANK® discloses about 350 known nucleotides for W26469 
(and a Song string of unknown nucleotides designated "N 9 ). Regardless of the presence of 
some unknown nucleotides in the 350 known nucleotide sequence ~ a skilled artisan would 
have no difficulty designing a primer, primer set, or probe from this sequence for use in, e.g., 
Northern blotting, microarray hybridization, PGR (e.g., regular PGR, nested PGR, anchored 
PGR, RT-PCR, etc.), and other hybridization techniques. First, the Office has shown only that 
small portions of W26469 can hybridize to various genomic sequences. Genomic hybridization 
can easily be avoided by using RNA sample preparations. Second, non-specific hybridization 
can be avoided by modifying the length of a probe (a longer sequence having less likelihood of 
hybridizing to a non-specific target), selecting a different probe sequence {e.g., choosing 
primers with higher G-C content), employing a higher annealing and/or extension temperature, 
using different primer extension times, increasing the concentration of sail in a reaction buffer, 
varying the presence or amount of a denaturant, etc. These are all well-known, established, 
and accepted methods to routinely optimize and empirically identify the best hybridization 
conditions for a particular target sequence and selected primer/probe. See, e.g., Davis et at. 
(1996) Basic Methods in Molecular Biology, 2^ Edition, page 116-117 (courtesy copy submitted 
herewith). Numerous papers teach parameters to consider for PCR primer design (e.g., 
Dieffenbach et al. (1993) Genome Res. 3:S30-S37) (courtesy copy submitted herewith) and 
algorithms one might employ to create efficient primers (e.g., Kampke et al. (2001) 
Bioinformatics 1 7:21 4-225) (courtesy copy submitted herewith), indeed, a brief search of the 
internet identifies numerous primer design software programs, many of which were available 
well before Applicants' priority date (e.g., "PrimerS" [Steve Rozen and Helen J. Skaieisky (2000) 
' PnmerS on the WWW for general users and for bioiogist programmers. In: Krawetz S, Misener 
S (eds) Bioinformatics Methods and Protocols: Methods in Molecular Biology. Humana Press, 
Totowa, NJ, pp 365-386]}. PCR and other hybridization techniques have been used for 
decades to detect RNA - and the routine optimization required to strike upon an ideal 
hybridization probe/primer and condition is not undue, nor is it even burdensome, ft is a 
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standard molecular biology concern that is successfuliy addressed in thousands of molecular 
biology laboratories every day. Finally, even sf one were not able to use a traditional 20-25 
base pair primer designed from the GENE8ANK® sequence given to measure the level of 
W2B4B9 - one could surely employ the entire known portion of the W26469 sequence {about 
350 nucleotides) to obtain high specificity in various hybridization techniques. 

As such, no undue experimentation is required to detect the level of expression of SEQ 
ID NO:36. For at ieast these reasons, Applicants respectfully submit that the claims are 

enabled. 

Written Description Re jection 

The Office's written description rejection also finds basis on the use of SEQ ID NO:36 in 
the pending ciaims. For the following reasons, that rejection is respectfully traversed. 

The Office is concerned that the structure of SEQ ID NO:36 is not sufficient to allow one 
to envision the structure of a reagent useful to assay the level of SEQ ID NO:36 in order to 
perform the ciaimed methods. To satisfy the written description requirement, Applicants need 
only "reasonably convey" sufficient characteristics so that a skilled artisan can "visualize or 
recognize the identity" of the invention. Ralston Purina Co. v. Far-Mar-Co., inc., 772 F.2d 1570, 
1575 (Fed. Cir. 1985); Regents of the University of California v. EtiUtly, Co., 119F.3d 1559, 
1 568 (Fed. Cir. 1 997). As described above in the enablement section, in order to detect the 
ievei of expression of the nucleotide sequences recited in the pending claims, including SEQ !D 
NO:36, a skilled artisan need only look to GENBANK® {and the sequence listing provided for 
the instant application) to recognize that Applicants possessed the currently claimed methods. 1 
More specifically, there is adequate evidence that the nucleotide sequence available for SEQ ID 
NO:36 is sufficient to allow a skilled artisan to design probes and primers useful in various 
hybridization techniques and PCR methods to measure the level of SEQ ID NO:38 in a sample 
from a patient. Indeed, Applicants did use microarray technology with W 26469 probes to 
assay the level of W 26469 in samples. Accordingly, the specification reasonably conveys that 



" To ■satisfy the > an « quirement. Applicants need only provide enough detail such that, 

when that deVs > > j < ' vit! f nowiedge ava at ie to one of ordinary skill in the art, a skilled artisan 
Aou'd understand t -sat i he rt « the y now 

claim. As discussed in the enablement section, GeneSank and SEQ ID NO:36 provide sufficient 
information to a > > 1 led artisan to perform various hybridization techniques useful to detect the level 
of SEQ ID NO:36. As such, a skilled artisan would understand that Applicants possessed information 
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Applicants possessed the claimed methods, and a skilled artisan would recognize the same. 
For at ieast these reasons, Applicants respectfully submit that the claims are adequately 

described. 



sufficient t < of SEQ ID NO 36 In fact, as disclosed in the specification, Applicants did 

xaclK at usin ' irray technoioqv 
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CONCLUSION 

In light of the above amendments, observations and remarks, Applicants respectfully 
submit that the presently claimed invention satisfies 35 U.S.C. §112, and is neither disclosed 
nor suggested by any art of record. Accordingly, reconsideration and allowance of all claims in 
this application is earnestly solicited. 

Applicants' undersigned attorney may be reached in our New Jersey office by telephone 
at (862) 778-9308. Ali correspondence should continue to be directed to our beiow-iisted 
address. 



Novartis Pharmaceuticals Corp. 
Patents Pnamta 
One Health Plaza, Building 104 
East Hanover, NJ 07936-1080 
{862) 778-9308 

Date: \^{il{c c i 



Respectfully submitted, 

^N-*- -'lv. i 'i t 'C * -(■ 
Leslie Fischer 
Attorney for Applicants 
Reg. No. 58,393 
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